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DETAILED ACTION 

Status of Application/Amendment/Claims 

This Office action is in response to the communications filed on August 19, 2008. 

Currently, claims 1-3, 5, 7-17, 19-28, 33-36, 42, 44-45, 47, 90-91, and 95 are under 
examination on the merits. 

The following rejections are either newly applied or are reiterated and are the only 
rejections and/or objections presently applied to the instant application. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Response to Arguments and Amendments 
Withdrawn Rejections 

Any rejections not repeated in this Office action arc hereby withdrawn. 

Maintained Rejections 
Claim Rejections - 35 USC § 112 

Claims 1-3, 5, 7-17, 19-28, 33-36, 42, 44-45, 47, 90-91, and 95 remain rejected under 35 
U.S.C. 1 12, second paragraph as being indefinite for the reasons of record as set forth in the 
Office action mailed February 19, 2008 and for the reasons stated below. 

Applicant's arguments filed on August 19, 2008 have been fully considered but they are 
not persuasive. Applicant argues that the claims indicate that the HSV "encodes" both an 
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antisense to the SCCRO oncogene and a sense sequence, and furthermore, HSV is a double- 
stranded DNA genome. Contrary to applicant's argument, the claims as recited indicate that the 
HSV genome comprises "a nucleic acid encoding an antisense to the squamous cell carcinoma 
related oncogene", thereby encoding "asSCCRO", wherein the "as" indicates "antisense". See 
claim 1, lines 1-3 as well as page 5, lines 26-31 and page 16, lines 4-7 of the specification. 
However, inconsistent with the claimed "antisense" nucleic acid, the claims indicate that the 
"antisense" sequence comprises SEQ ID NO: 1 or SEQ ID NO:3, both of which are "sense" 
transcript sequences of SCCRO. See page 34, lines 13-17 of the specification. The instant 
specification clearly distinguishes or separates the claimed "nucleic acid encoding asSCCRO" 
(an antisense molecule) from "nucleic acid encoding double-stranded siRNA" (a short interfering 
molecule). See pages 7-9 of the specification, for example. Hence, as currently claimed, it is 
unclear and ambiguous whether applicant is claiming an "antisense" molecule against the 
SCCRO or a double-stranded "short interfering" molecule targeted to the SCCRO, especially 
because the claims expressly recite "asSCCRO", instead of "siRNA", wherein the claims 
embrace a short interfering double-stranded structure. Furthermore, whether or not the HSV 
genome comprises sense and antisense strands is irrelevant in the instant case, because the 
"claimed" nucleic acid "in" the HSV is not of HSV sequence, but of SCCRO sequence. Since 
applicant has failed to amend the claims to particularly point out an invention, and since 
applicant's arguments do not demonstrate that the claims distinctly claim the subject matter 
which applicant regards as "the invention", this rejection is maintained. 



Claim Rejections - 35 USC §103 
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Claims 1-3, 5, 7-17, 33-36, 42, 44-45, 47, 90-91, and 95 remain rejected under 35 U.S.C. 
103(a) as being unpatentable over Echeverri et al., Rampling et al, Burton et al, and Glorioso et 
al. for the reasons of record as set forth in the Office action mailed February 19, 2008 and for the 
reasons stated below. 

Applicant's arguments filed on August 19, 2008 have been fully considered but they are 
not persuasive. Applicant argues that one skilled in the art would not have had a reasonable 
expectation of success in arriving at the claimed invention based on the combination of the cited 
references because of "an art-recognized difficulty in attaining stable mRNA transcripts in lytic 
HSV-infected cells in view of the vhs nuclease expressed by lytic HSV-infected cells" (emphasis 
added). However, applicant has failed to show objective evidence for the alleged "art- 
recognized difficulty". Applicant merely asserts that the "art-recognized" difficulty associated 
with the vhs gene in the viral genome was taught by Everly et al. 1 It is found that, contrary to 
applicant's allegations and assertions, Everly, Jr. et al. did not teach it is difficult to obtain stable 
mRNA transcripts in lytic HSV-infected cells, nor did they teach that it is widely recognized in 
the art. The essence of the teachings of Everly, Jr. et al. is that Vhs is an mRNA RNase and that 
it confers nuclease activity. Nowhere is there a teaching in the Everly, Jr. et al.'s reference that 
specifically teaches away from the claimed invention, which is directed to a non-neurovirulent 
oncolytic HSV (HSV1716) comprising an antisense SCCRO. As repeatedly stated in prior Office 
actions, the practical utility of non-neurovirulent, ICP34.5 null mutant HSV, namely HSV1716, 
in cancer therapeutics as an anticancer agent as well as a therapy vector was known in the prior 
art. See the teachings of Rampling et al, Burton et al., and Glorioso et al. Furthermore, the 
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instant specification confirms that HSV1716 is an oncolytic virus and that HSV1716 has been 
known in the art and deposited on January 28, 1992 with the provisions of the Budapest Treaty. 
See page 2, lines 1-2 and 8-17. Even better, contrary to applicant's assertions that there was no 
reasonable expectation of success in making the claimed product due to the unstable properties 
of HSV1, the instant specification teaches that the oncolytic HSV1716 "can be used in targeted 
antisense nucleotide delivery strategies and therapeutic methods". See page 6, lines 14-17. As 
such, even if Everly, Jr. et al, Schmidt Pak et al., Sarma et al., and Strom et al. taught 
disadvantages and difficulties associated with vhs of HSV1, such problems are irrelevant and out 
of scope in the instant case, because the instantly "claimed" HSV1716 is not only inherently 
oncolytic and but also was known to be useful to express antisense polynucleotides in view of 
Rampling et al, Burton et al., Glorioso et al., and the instant specification. 

Moreover, the HSV1716 of the instant case is not claimed to lack the vhs, nor does the 
specification describe that the claimed HSV1716 is deficient in the vhs, which is the very source 
of applicant's argument for no reasonable expectation of success in making the claimed 
invention. In fact, the instant specification is completely silent about the vhs per se, let alone the 
problems associated with the vhs in the HSV genome, which are alleged to teach away from 
using the HSV vector. Hence, the presence of vhs in the HSV 171 6 of Rampling et al. would not 
have prevented one of ordinary skill in the art from making the claimed HSV1716 expressing an 
antisense SCCRO, because the instantly claimed HSV1716 also contains the problematic vhs just 
like the HSV1716 of Rampling et al. In fact, applicant's arguments based on the vhs appear to 
question the operability and utility of the instantly claimed HSV1716 containing the vhs. Most 



1 There is no reference authored by "Everly et al."; however, a reference authored by "Everly, Jr. et al." was 
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importantly, there is no evidence that the claimed oncolytic HSV1716 is structurally or 
functionally different from the HSV1716 of Rampling et al. Since applicant has failed to provide 
substantive evidence against using the HSV1716 of Rampling et al., which is structurally and 
functionally identical to the instantly claimed non-neuro virulent, oncolytic HSV1716, this 
rejection is maintained. 

Claims 1-3, 5, 7-17, 19-28, 33-36, 42, 44-45, 47, 90-91, and 95 remain rejected under 35 
U.S.C. 103(a) as being unpatentable over Echeverri et al., Rampling et al, Burton et al, Glorioso 
et al., and Jacobs et al. for the reasons of record as set forth in the Office action mailed February 
19, 2008 and for the reasons stated below. 

Applicant's arguments filed on August 19, 2008 have been fully considered but they are 
not persuasive. Applicant provides similar arguments as those applied for the above rejection 
such that the vhs activity of the HSV genome would have taught one of ordinary skill in the art 
from making the claimed invention. As stated above, the presence of the vhs in the mutant 
HSV1716 of Rampling et al. has nothing to do with a reasonable expectation of success in 
arriving at the claimed invention because none of the claims requires that the HSV1716 be 
deficient in the vhs. Further, the HSV1716 of the prior art is identical in function (non- 
neurovirulent and oncolytic) and structure (ICP34.5-null mutant, HSV1 mutant strain, HSV1716) 
to the instantly claimed HSV1716. Hence, one of ordinary skill in the art would have had a 
reasonable expectation of success in making the claimed invention based on the teachings and 
tools available at the time of the invention. See pages 4-6 for more detailed explanation. 



previously submitted on January 24, 2008. Since applicant merely mentions the reference by its authors, examiner 



Application/Control Number: 10/579,622 Page 7 

Art Unit: 1635 

Claims 1-3, 5, 7-17, 33-36, 42, 44-45, 47, 90-91, and 95 remain rejected under 35 U.S.C. 
103(a) as being unpatentable over Lodes, Rampling et al., Burton et al, and Glorioso et al. for 
the reasons of record as set forth in the Office action mailed February 19, 2008 and for the 
reasons stated below. 

Applicant's arguments filed on August 19, 2008 have been fully considered but they are 
not persuasive. Applicant argues that one skilled in the art would not have had a reasonable 
expectation of success in arriving at the claimed invention based on the combination of the cited 
references because of "an art-recognized difficulty in attaining stable mRNA transcripts in lytic 
HSV-infected cells in view of the vhs nuclease expressed by lytic HSV-infected cells" (emphasis 
added). Further, applicant's arguments are essentially the same as those provided for the 
previous rejections. Hence, the reasons for maintaining this rejection are reiterated from those 
stated above. Briefly, the HSV1716 of the prior art meets both the structural and the functional 
requirements set forth in the claims. Further, no claim recites that the claimed HSV1 vector must 
lack the vhs. Since the HSV1716 of the prior art is no different from that claimed in the instant 
case from functional and structural viewpoints, one of ordinary skill in the art would have had a 
reasonable expectation of success in arriving at the claimed invention. 

Claims 1-3, 5, 7-17, 19-28, 33-36, 42, 44-45, 47, 90-91, and 95 remain rejected under 35 
U.S.C. 103(a) as being unpatentable over Lodes, Rampling et al., Burton et al, Glorioso et al, 
and Jacobs et al. for the reasons of record as set forth in the Office action mailed February 19, 
2008 and for the reasons stated below. 



will assume that applicant means a reference by Everly, Jr. et al. {Journal of Virology, 2002, 76:8560-8571). 
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Applicant's arguments filed on August 19, 2008 have been fully considered but they are 
not persuasive. Again, applicant provides the same arguments comprising the correlation 
between the vhs of HSV and no expectation of success. All of the statements for maintaining the 
prior rejections are hereby reiterated in their entirety. Briefly, the HSV1716 of the prior art meets 
both the structural and the functional requirements set forth in the claims. Further, no claim 
recites that the claimed HSV1 vector must lack the vhs. Since the HSV1716 of the prior art is no 
different from that claimed in the instant case from functional and structural viewpoints, one of 
ordinary skill in the art would have had a reasonable expectation of success in arriving at the 
claimed invention. 

Claims 1-3, 5, 7-17, 19-28, 33-36, 42, 44-45, 47, 90-91, and 95 remain rejected under 35 
U.S.C. 103(a) as being unpatentable over Estilo et al., Rampling et al, Crooke, and Jacobs et al. 
for the reasons of record as set forth in the Office action mailed February 19, 2008 and for the 
reasons stated below. 

Applicant's arguments filed on August 19, 2008 have been fully considered but they are 
not persuasive. Again, applicant provides the same arguments comprising the correlation 
between the vhs of HSV and no expectation of success. All of the statements for maintaining the 
prior rejections are hereby reiterated in their entirety. Briefly, the HSV1716 of the prior art meets 
both the structural and the functional requirements set forth in the claims. Further, no claim 
recites that the claimed HSV1 vector must lack the vhs. Hence, whether or not the vhs nuclease 
activity presents a problem is irrelevant in the instant case. Since the HSV1716 of the prior art is 
no different from that claimed in the instant case from functional and structural viewpoints, one 
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of ordinary skill in the art would have had a reasonable expectation of success in arriving at the 
claimed invention. 



Conclusion 

No claim is allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to DANA SHIN whose telephone number is (571)272-8008. The 
examiner can normally be reached on Monday through Friday, 7am-3 :30pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz can be reached on 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Dana Shin 
Examiner 
Art Unit 1635 



/J. E. Angell/ 
Primary Examiner, Art Unit 1635 



